This PDF file includes: Table S1 . Compilation of literature protein complexes for humans, Drosophila, and yeast. Table S2 . PPI data sets used to construct integrated PPI networks for humans, Drosophila, and yeast. Table S3 . Predicted protein complexes for humans, Drosophila, and yeast. Table S4 . Redundancy in the protein complex resource. Table S5 . Overlap of the literature and predicted complexes at the protein level. Table S6 . Proteome covered by the protein complex resources. Figure S1 : Schematic representation of protein complex scoring. In this model, the complex score and pvalue calculation of a single complex is shown. First, the input data (without preselecting hits) is mapped to the protein complex. To calculate the interquartile mean (IQM), complex members are ordered based on the protein-score, and the mean value between first (Q1) and third (Q3) quartile is calculated. The pvalue corresponding to the IQM is calculated by comparing it to the distribution of random IQM scores calculated based on the 1000 random complexes. Random complexes are generated either based on the input data or based on the complex resource, depending on the user specification. an interactive scatterplot where each point on the scatter plot represents a single complex whose position corresponds to the score. Size reflects the relative complex size, and color corresponds to the pvalue. The user has the option to change the p-value threshold using p-value adjustment sliders. When a user selects the complex of interest from the scatter-plot, the network illustrations of the complexes are displayed on the Web Cytoscape panel (right panel of the same page). The node color in the network corresponds to the user input values, and the color-code ranges from blue to red (blue corresponds to the lowest value, and red is the maximum value). Note that the gray node represents a missing value, meaning that a particular gene or protein is present in the complex but missing in the user input data. Complex score distribution from EGF stimulus data. Significant complexes are shown in red (p-value ≤ 0.01 and the score ≥ 1.5 or ≤ -1.5). The point size is proportional to the complex size. Figure S4 : Baseline compared with EGF stimulus common complexes. Non-redundant complexes corresponding to table S16 are shown. Each complex is represented twice; the complex on the left corresponds to baseline, and that to the right represents the stimulus condition. The network picture was generated using Cytoscape software (www.cytoscape.org/). The node color ranges from dark blue to dark red, where the lowest value correspond to dark blue (negative Z-score) and highest score corresponds to dark red (positive z-scores). Solid edges correspond to known PPI and broken edges correspond to interolog. All literature complex 3638 3077 Table S2 : PPI data sets used to construct integrated PPI networks for humans, Drosophila, and yeast.
Name of the data set, publication reference, URL, number of PPIs and proteins in the data set are given. Table S20 : Dynamic phosphosites changing in response to insulin treatment. A systematic investigation of insulin-induced phosphorylation using mass spectrometry and isobaric labeling of S2R+ cells identified dynamic phosphorylation of Moira and MBD-R2 following a 10-minute insulin stimulus including the Akt/RSK/S6 consensus motifs on Moira. This observation is consistent with human data, where Akt phosphorylates the human ortholog of Moira (BAP155) (48). Method: Biological duplicates of two conditions (no treatment or 10 minutes insulin treatment) were analyzed. Cells were lysed in 8 M urea, 75 mM NaCl, 50 mM Tris, pH 8.2, protease inhibitors cocktail (Roche), 1 mM NaF, 1 mM β-glycerophosphate, 1 mM sodium orthovanadate, 10 mM sodium pyrophosphate, 1 mM PMSF. 1mg of protein from each replicate was digested with trypsin (Promega) and processed as reported by Dephoure and Gygi (56) . 12 strong cation exchange (SCX) fractions were subjected to phosphopeptide enrichment using IMAC-Select Affinity Gel (Sigma-Aldrich) and subsequent peptide desalting with Stagetips (57). Samples were analyzed on an LTQ OrbiTrap Velos mass spectrometer (Thermo Fisher Scientific) using a data-dependent Top10-MS2 method using (higher-energy collisional dissociation) HCD for reporter ion quantitation. Peptide identification and filtering was performed following the methods of Dephoure and Gygi (56) but using a composite Drosophila melanogaster protein database. Data normalization and phosphosite localization was performed as previously described (58). The phosphorylation sites indicated above for Moira and MBD-R2 were localized with near certainty using the Ascore algorithm (Ascore > 19). 
